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Development of assay system for increase of cancer risk by carcinogenesis-modifying
compounds via inhibition of efflux-transporters.

Sekimoto, Masashi
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In this study, we examined the enhancing effects of carcinogenesis-modifying
compounds such as pharmaceutical products and drug transporter inhibitors on the polyaromatic
hydrocarbons (PAHs)-mediated physiological function such as arylhydrocarbon receptor (AhR) activation and
CYP1Al induction. The intracellular level of PAHs and its physiological functions were increased by the
nicardipine gdihydropyridine calcium channel blockers), curcumin (food components) and specific
inhibitors of breast cancer resistant protein (BCRP).

In addition, we succeeded in new assay systems that could predict the absorption from the intestinal
tract and toxicological effects of carcinogens. This assay system is useful for screening and analysis of
mechanism of carcinogenesis-modifying compounds.
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NIC CUR Kol43 Kol34
10pM) (d0pM) (SpM)  (10pM)
MC (0.1 pM) +++ + +++ +++
BaP (1 uM) + ++ + +
DMBA (1 uM) + + + +
BNF (1 uM) + + + +
IND (10 uM) ++ + ++ +++
Trp-P-1 (1 pM) + + =+ +
AaC (10 uM) + + + +
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Table 2 &#ifaTcDCYP1A1 mRNAKIRE
MC NIC MC MC
(0.1pM) (10uM)  +NIC (1 uM)
HepG2 2.8 5.1 14.7 9.4
A549 1.6 1.0 2.5 4.8
Caco-2 1.9 3.6 104 11.2
MCF7 6.4 7.9 75.1 265.0
Hela 2.6 2.5 5.5 16.8
Ishikawa 4.4 3.1 10.2 18.6

Table 3 Z#ilacDOCYP1B1 mRNARIER=E

MC NIC MC MC
(0.1uM) (10pM)  +NIC (1 uM)
HepG2 0.8 7.4 6.6 3.8
A549 2.0 1.8 2.6 2.1
Caco-2 1.6 23 7.6 10.0
MCF7 34 2.5 43 6.3
Hela 1.1 1.8 2.6 32
Ishikawa 1.9 1.2 4.8 6.7
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